most excretion studies have been made without measures to influence the reaction of urine, when the pH is usually weakly acid.
The practical implications are that a copious diuresis will often increase the rate of excretion of neutral, acidic and basic drugs, whilst alteration of urinary pH to extreme acidity for basic drugs, and maximal alkalinity for acidic drugs, will frequently still further increase urinary output. Drugs in which these principles have been proved to be of profound importance are salicylates. and the longer acting barbiturates, both of which are frequent causes of poisoning. Increase of urinary volume is best produced by an osmotic diuresis, either from infused urea (Myschetzky & Lassen 1963) or mannitol (Cirksena et al. 1964) . Urea suitable for intravenous administration is now widely used in neurosurgery and is, therefore, freely available in most hospital dispensaries. If the urine flow has not reached 6 ml/min after four hours, caution is necessary in further infusions and meticulous fluid balance is essential. If the flow is less than 1 ml/min the infusion should be stopped, and treatment by dialysis considered both from the point of view of removal of the drug and management of acute renal failure. Rapid alkalinization of the urine can be carried out by intravenous sodium bicarbonate or sodium lactate. Rapid production of a maximally acid urine is more difficult to achieve. Oral ammonium chloride is too slow and intravenous administration of this salt may be dangerous. Probably the best method is intravenous infusion of 10 g arginine hydrochloride given within thirty minutes, combined with ammonium chloride either swallowed or given by stomach tube. Patients poisoned by heavy doses of long-or medium-acting barbiturates may be unconscious for eight to ten days if elimination is not forced. These patients (5-6 % of all admissions) are treated with urea-induced osmotic diuresis and alkalinization of the urine. In this way it is possible to obtain a diuresis of 15-20 litres a day and elimination is raised to two-or three-fold the spontaneous rate. Infusion fluids: 50% of nonpyrogenic urea in sodium chloride, sterilized by filtration; electrolyte solution containing 4OmEq sodium lactate, 12 mEq sodium chloride, 12 mEq potassium chloride and 18 g glucose per litre, sterilized by heat. During the first four hours of treatment 300 ml of electrolyte solution plus 80 ml of urea solution is given intravenously every hour. Urine output is measured every sixty minutes through an indwelling balloon catheter. After the first four hours diuresis will usually have risen to 600-700 ml per hour. Treatment is then continued by infusion of 600 ml of electrolyte fluid plus 10-30 ml of urea solution, depending on the diuretic response. If a sufficiently high diuresis is not obtained infusion may have to be reduced to 400 plus 30 ml per hour. A positive fluid balance of more than 1,000-1,500 ml is to be avoided owing to the danger of pulmonary cedema. 
